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DETAILED ACTION 
Status of Application 

1 . Acknowledgement is made of the amendment filed on 1 0/22/2007. Upon entering 
the amendment, claims 154 and 245-246 are amended. The pending claims are 154- 
172 and 241-249 and presented for examination. 

Response to Arguments 

2. Applicant's arguments filed on 1 0/22/2007 with respect to claims under 35 U.S.C. 
102(b) have been fully considered but they are not persuasive. However 102(b) 
rejection of Wadstrom (US 5,631,011) is withdrawn. The 102(b) rejections are 
maintained and made FINAL. 

Claim Rejections - 35 USC § 102 

1 . The following is a quotation of the appropriate paragraphs of 35 U.S.C. 1 02 that 
form the basis for the rejections under this section made in this Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this or a foreign country or in public 
use or on sale in this country, more than one year prior to the date of application for patent in the United 
States. 

2. Claims 154-157, 161,165, 166,168, 172, 241-246 are rejected under 35 U.S.C. 
1 02(b)as being anticipated by Wallace et al. (US 2001/005561 5 A1 ). 

With respect to claims 154-157, 161,165, 166 and 168, Wallace discloses a 
method of tissue repair and tissue related applications comprising a composition 
suitable for use in tissue engineering application such as, tissue sealants, in tissue 
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augmentation, in tissue repair, as hemostatic agent, in preventing tissue adhesion, in 
the prevention of surgical adhesion, in providing surface modifications, and in drug 
delivery application (see para 0066). And also tissue treatment polymeric composition 
comprising biologically active substance such as antibiotics, antineoplastic agents, 
antiangiogenic agents, and the like, suited for use in a variety of biological tissue related 
applications when rapid adhesion to the tissue and gel formation is desired (see 
abstract). And further the tissue treatment composition can be used for reducing the 
formation of adhesions after a surgical procedure in a patient by applying onto the 
damaged tissue or organ either by spraying or by applying composition, to form a 
hydrogel on the tissue surface. The medical procedures include gynecological, 
abdominal, neurosurgical, cardiac, and orthopedic indications (see 0071). And further, 
composition can be applied as coatings to implants to affect the surface properties of 
implants or to help adhere implants to tissue surfaces e.g. catheters or breast implants 
to reduce or stop excessive fibrosis (see 0075). 

With respect to claims 241-246, Wallace discloses tissue treatment composition 
comprising, synthetic polymer. Suitable synthetic hydrophilic polymer includes, 
polyalkylene oxide, such as polyethylene oxide and multifunctionally activated 
polyalkylene oxides, such as polyethylene glycol, (see 0039 and 0040). And also chain 
extenders or linking groups like alpha hydroxyl acids such as lactic acid and glycolic 
acid; poly(lactones) can be incorporated into one or both of the multifunctionally 
activated polymeric composition to provide a site for enzymatic degradation (e.g. 
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double-bond carbon and carbonyl carbon would be anticipated to have this effect, see 
0047 and 0048). 

Applicant's arguments filed on 10/20/2007 have been fully considered but they 
are not persuasive. 

Applicant asserts that Wallace does not disclose forming covalent bonds 
between a synthetic polymer having multiple activated groups and tissue in which the 
multiple activated groups (Y) of the synthetic polymer react with functional groups X of 
the tissue and wherein the synthetic polymer is not in admixture with any other polymer 
that is reactive with the synthetic polymer. 

Wallace in one embodiment discloses the delivery of the composition to the site 
of administration in such a way that the two (or more) individual components of the 
composition come into contact with one another for the first time at the site of 
administration. Thus, the compositions of the Wallace are preferably delivered to the 
site of administration using an apparatus that allows the two components to be 
delivered separately. Alternately, the two components can be delivered separately using 
any type of controllable extrusion system, or they can be delivered manually in the form 
of separate pastes, liquids or powders, and mixed together manually at the site of 
administration. Wallace also discloses that many devices that are adapted for delivery 
of two-component tissue sealants/hemostatic agents are well known in the art and can 
also be used in the practice of the invention (see 0064). Although, the two-component 
polymer compositions that, when mixed together, rapidly react to form a matrix at the 
site of administration, there will be always a portion of the non-reacted polymers. The 
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non-reactive remainder of the compound is considered to be its "core" and effective for 
reacting with biological tissue to form covalent bonds between the synthetic polymer 
and the tissue to provide for rapid gelation, and also cause less tissue inflammation at 
the site of administration. 

3. Claims 154, 155, 161, 169-172, 241-246 are rejected under 35 U.S.C. 102(b) as 
being anticipated by Rhee et al. (US 6,166,130). 

With respect to claims 154 and 155, Rhee discloses a method for using the 
crosslinked polymer compositions to prevent the formation of surgical adhesions, as 
bioadhesives for tissue augmentation and also to coat a surface of a synthetic implant 
(see abstract). And also the crosslinked polymer composition comprise a synthetic 
polymer containing multiple nucleophilic and two or more electrophilic groups and/or 
biologically active agents such as growth factors may be delivered from the composition 
to a local tissue site in order to facilitate tissue healing and regeneration (The biological 
agents or active agents refers to organic molecules which exert biological effects in 
vivo, see column 15, line 34-40). And further, the crosslinked polymer composition can 
be used to coat tissues in order to prevent the formation of adhesions following surgery 
or injury to internal tissues or organs (e.g. the first and second synthetic polymers are 
mixed, then a thin layer of the reaction mixture is applied to the tissues comprising, 
surrounding, and/or adjacent to the surgical site before substantial crosslinking has 
occurred between the synthetic polymer). 

With respect to claim 161 , breast implants can be coated using the polymer 
composition in order to minimize capsular contracture (see column 20, line 45-47). 
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With respect to claims 169-172, Rhee discloses the method of using the 
crosslinked polymer compositions to block or fill various lumens and voids in the body of 
a mammalian subject. The crosslinked polymer compositions can also be coated onto 
the interior surface of a physiological lumen, such as a blood vessel or Fallopian tube, 
thereby serving as a sealant to prevent restenosis of the lumen following medical 
treatment, such as e.g. balloon catheterization to remove arterial plaque deposits from 
the interior surface of a blood vessel or removal of scar tissue or endometrial tissue 
from the interior of a Fallopian tube (see column 21 , line 1-20). 

With respect to claims 241-246, Rhee discloses multifunctionally activated 
synthetic polymers capable of reacting with one another i.e., nucleophilic groups 
reacting with electrophilic groups, to form covalent bonds. Preferred multifunctionally 
activated polyethylene glycols for the use in the composition includes polyethylene 
glycols containing succinimidyl groups (see column 9, line 23-26). The backbone of 
each polymer is preferably a polyalkylene oxide, particularly ethylene oxide, propylene 
oxide, and mixture thereof. Examples of difunctional alkylene oxides can be represented 
by: X-polymer-X and Y-polymer-Y. The required functional groups X or Y is commonly 
coupled to the polymer backbone by a linking group "Q" (wherein Q = -0-(CH 2 ) n -). An 
additional group, represented as "D", can be inserted between the polymer and the 
linking group to increase degradation of the crosslinked polymer composition in vivo, for 
e.g. for use in drug delivery application. The biodegradable groups U D" includes lactide, 
glycolide, poly(alpha-hydroxy acid) and various di- or tripeptides (see column 5, line 1- 
55). 
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Applicant's arguments filed on 10/20/2007 have been fully considered but they 
are not persuasive. 

Applicant asserts that Rhee discloses a method of using a crosslinked polymer 
gel formed by reacting two synthetic polymers containing, respectively, multiple 
electrophilic groups and multiple nucleophilic groups. 

Rhee in one of embodiments discloses a general method for augmenting soft or 
hard tissue within the body of a mammalian subject, a first synthetic polymer containing 
two or more nucleophilic groups and a second synthetic polymer containing two or more 
electrophilic groups are administered simultaneously to a tissue site in need of 
augmentation and the reaction mixture is allowed to crosslink in situ to effect 
augmentation of the tissue (see col. 3, lines 1-5). 

4. Claims 154, 155 and 158 are rejected under 35 U.S.C. 102(b) as being 
anticipated by Prior et al. (US 6,280,727 B1 ). 

With respect to claim 1 58, Prior discloses a method of using a composition in the 
field of tissue treatment and repair. The composition comprises hydrophilic polymers 
such as polyalkylene oxides, preferably polyethylene glycol (see column 10, line 21-23) 
and biological and/or therapeutic agents for delivery to the site of application or on the 
body of the subject. And also the compositions are useful in controlling diffuse bleeding 
from cancellous bone surfaces, which can pose problems during a variety of different 
surgical procedures, such as in the field of orthopedics, neurosurgery, plastic and 
reconstructive surgery, spinal surgery and oral-maxillo facial surgery. Further post- 


Application/Control Number: Page 8 

10/749,123 

Art Unit: 1618 

surgical application of the compositions can therefore be used to lessen post-surgical 
blood loss. 

Applicant's arguments filed on 10/20/2007 have been fully considered but they 
are not persuasive. 

Applicant asserts that Prior does not teach or suggest the use polymer containing 
multiple activated groups that can form covalent bonds with tissue. 

Prior discloses a method for promoting hemostasis of a tissue site on or in a 
body of a mammalian subject comprising hydrophilic polymers such as polyalkyl oxides, 
preferably polyethylene glycol in the thrombin based hemostatic composition. The 
incorporation of thrombin into polyethylene glycol polymer is equivalent to multiple 
activated groups and provides a composition for use in the field of tissue treatment and 
repair. 

Claim Rejections - 35 USC § 103 

2. The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 1 02 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

3. This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
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not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

4. Claims 154, 162-164, 167 and 247-249 are rejected under 35 U.S.C. 103(a) as 
being unpatentable over Wallace et al. (US 2001/0055615 A1) or Rhee et al. (US 
6, 1 66, 1 30) in view Vacanti et al. (US 5,71 6,404) and 

With respect to claims 154 and 162-164, Wallace, Rhee and discloses as above. 

With respect to claim 162-164, Wallace and Rhee differs from the instant claim 
by not explicitly reciting a method of using the composition to further prevent the 
adhesion formation of biological tissue after breast surgery. 

With respect to claims 162-164, Vacanti discloses a method and compositions for 
reconstruction or augmentation of breast tissue. Dissociated cells, preferably muscle 
cells, are implanted in combination with a suitable biodegradable, polymeric matrix to 
form new tissue. Further compositions also include bioactive molecules that enhance 
vascularization of the blood vessels into the forming tissue and/or the deposition and 
organization of fibrous tissue around the implant. 

In view of the above teachings, it would have been obvious to one of ordinary 
skill in the art to modify the compositions disclosed by Wallace and Rhee patent to 
include compositions for reconstruction or augmentation of breast tissue because 
Vacanti teaches that the incorporation of the a suitable biodegradable, polymeric matrix 
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comprising bioactive molecules to from new tissue, preferably for reconstruction or 
augmentation of breast tissue. 

Because the compositions for reconstruction or augmentation of breast tissue are 
effective to provide methods and materials to inhibit ingrowths of fibrotic breast 
structures which is tissue, not foreign material such as silicone, and has the appearance 
of normal tissue, one of ordinary skill in the art would have been motivated to 
incorporate the compositions for reconstruction or augmentation of breast tissue in the 
composition advanced by Wallace and Rhee. Based on the teaching of Vacanti, there is 
reasonable expectation that the polymeric matrix to form new breast tissue containing 
composition would be highly desirable for breast tissue augmentation. As such, it would 
have been obvious to one of ordinary skill in the art at the time the invention was made 
to incorporate or make use of the composition for reconstruction or augmentation of 
breast tissue of the composition advanced by Wallace and Rhee patents in view of the 
composition taught by Vacanti. 

Applicant's arguments filed on 1 0/20/2007 have been fully considered but they 
are not persuasive. 

Applicant asserts that Vacanti does not teach or suggest a polymer that has 
multiple activated groups that can react with functional groups of the tissue. 

It is noted that Vacanti was relied upon for showing for reconstruction or 
augmentation of breast tissue. Vacanti in one embodiment discloses polymers that can 
form hydrogel include polysaccharides such as alginate, polyphosphazenes and 
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polyacrylates and the like. And dissociated cells, preferably muscle cells, are implanted 
in combination with a suitable biodegradable, polymeric matrix to from new tissue. 

5. Claims 1 54, 167 and 247-249 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over Wallace et al. (US 2001/0055615 A1 ) or Rhee et al. (US 6,166,130) 
in view of Pasqualini et al. (US 5,922,676) and Hunter et al. (US 2002/0055666 A1). 

With respect to claims 154 and 167 and 247-249, Wallace and Rhee discloses as 

above. 

With respect to claim 167, 247-249, Wallace and Rhee differs from the instant 
claim by not explicitly reciting a method of using the composition to further prevent the 
adhesion formation of biological tissue after colon tumor resection surgery and 
composition comprising synthetic polymer and drug is cell- cycle inhibitor. 

With respect to claim 167, Pasqualini discloses a method of inhibiting 
angiogenesis and treating pathologies with angioproliferative components. And also the 
methods provide for inhibition of the metastasis of osteosarcoma, melanoma, and 
epithelial tumor cells such as colon, breast or ovarian carcinoma (see abstract and 
column 2, line 443-46). 

With respect to claims 247-249, Hunter discloses a methods, device and 
composition for treating a wide variety of hyper-proliferative diseases and conditions 
utilizing radiation and cell-cycle inhibitors. And also, devices may be formed of a carrier 
such as synthetic polymer and the cell-cycle inhibitor is a taxane (e.g. paclitaxel or 
derivatives thereof) is carried by the carrier material by being absorbed by or 
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incorporated into or onto the carrier material prior to the body contact member being 
positioned against the site to be treated (see abstract and para 0019). 

In view of above teachings, it would have been obvious to one of ordinary skill in 
the art to modify the compositions disclosed by Wallace and Rhee patent to include 
compositions and method for preventing the adhesion formation after surgery to colon 
tumor and further tissue adhesion composition may be used for slow-release of a drug 
incorporated into it. 

When these references are taken together, one would have been motivated to do 
so, with reasonable expectation of success because it is always desirable to have 
compositions as bioadhesives, for reducing post-surgical adhesion 
formation/reformation in mammals following surgical injury and for coating surfaces of 
synthetic implants, as drug delivery matrices and increase 

industrial applicability. The techniques and skill required for making such a tissue 
treatment compositions is conventional knowledge or well within the skills of ordinary 
artisan as evidenced by cited reference. 

As such, it would have been obvious to one of ordinary skill in the art at the time 
the invention was made to combine these references and make use of the composition 
for preventing the adhesion formation after surgery to colon tumor and further tissue 
adhesion composition may be used for slow-release of a drug like cell-cycle inhibitor of 
the composition advanced by Wallace and Rhee patents in view of the composition 
taught by Pasqualini and Hunter. 
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Applicant's arguments filed on 10/20/2007 have been fully considered but they 
are not persuasive. 

Applicant asserts that Pasqualini and Hunter do not teach or suggest the claimed 
features of claim 154. 

In response to applicant's argument that there is no suggestion to combine the 
references, the examiner recognizes that obviousness can only be established by 
combining or modifying the teachings of the prior art to produce the claimed invention 
where there is some teaching, suggestion, or motivation to do so found either in the 
references themselves or in the knowledge generally available to one of ordinary skill in 
the art. See In re Fine, 837 F.2d 1071, 5 USPQ2d 1596 (Fed. Cir. 1988) and In re 
Jones, 958 F.2d 347, 21 USPQ2d 1941 (Fed. Cir. 1982). In this case Pasqualini and 
Hunter references was relied upon for showing a method for inhibition of the metastasis 
of osteosarcoma melanoma, and epithelial tumor cells such as colon, breast or ovarian 
carcinoma, by administrating superfibronectin or a superfibronectin-generating 
compound in a sustained release form to the subject. And a bioerodible or 
biodegradable material that can be formulated with superfibronectin-generating 
compound, such as polyactic acid, polygalactic acid and the like to slowly release active 
compound. Hunter discloses a method for treating a wide variety of hyper-proliferative 
diseases by administering cell cycle inhibitors formed of a carrier material such as 
polymeric matrix. 
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Conclusion 

1 . No claims are allowed at this time. 

2. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE MONTH shortened statutory period, then the, 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Jagadishwar R. Samala whose telephone number is 
(571 )272-9927. The examiner can normally be reached on 8.30 A.M to 5.00 P.M. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael G. Hartley can be reached on (571 )272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571 - 
273-8300. 
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Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). 
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Examiner 

Art Unit 1618 

Zohreh Fay 
Primary Examiner 
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